Main results
7 studies were included: 5 were prospective and 2 were retrospective; 2 studies were uncontrolled. Follow up ranged from 16 months to 15 years. No evidence of heterogeneity existed among the studies. The combined fixed effects odds ratio (OR) showed a statistically significant association between TD and mortality (OR 1.40, 95% CI 1.16 to 1.69, p < 0.001). Prospective controlled (3 studies) and uncontrolled studies (2 studies) each showed an association (OR 1.4, CI 1.1 to 1.7, p = 0.002 and OR 2.2, CI 1.1 to 4.1, p = 0.02, respectively) and retrospective controlled studies (2 studies) showed no association (OR 0.9, CI 0.3 to 2.3, p = 0.80). When the largest study (n = 408) with the longest follow up (15 y) was removed in a sensitivity analysis, the overall effect estimate was not appreciably changed (OR 1.9, CI 1.2 to 3.0, p = 0.006).
Conclusion
In psychiatric patients with tardive dyskinesia, the risk of all cause mortality is increased.
COMMENTARY
Increased mortality in people with mental illness may arise directly from the use of antipsychotic drugs and has led to a large scale study of the relation between psychotropic medication and sudden death.
1 The meta-analysis by Ballesteros et al suggests that the development of TD is associated with a modest increase in mortality. Unfortunately, methodological weaknesses in the referent studies limit the clinical interpretation of the meta-analysis. TD is difficult to distinguish from age related involuntary movements and dyskinesia related to psychiatric illness.
2 Nevertheless, the weak association shown in this study between all cause mortality and TD is both important and potentially worrying given the medicolegal aspects surrounding the prescription of neuroleptic drugs, and requires an explanation.
Severe TD could directly result in increased mortality through exhaustion, falls, poor nutrition, dysphagia, and pneumonia. Furthermore, TD has been associated with age, negative symptoms in schizophrenia, female sex, cumulative dose of neuroleptic, duration of exposure, brain injury, affective symptoms, and drug induced parkinsonism.
3 A combination of these factors may explain the present finding of increased mortality associated with TD.
Further prospective cohort studies are needed to critically analyse the proposed association between mortality and TD, controlling for a wide range of variables and providing detailed information, ideally confirmed by post mortem, on cause of death. Whether the use of atypical neuroleptics will result in a reduction in the burden of TD remains to be determined.
